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H2NC(R1) (R3)CH(R2)SSCH(R2)C(R1) (R3)NH2 [Rl = sulfonate- or phosphonate- or 
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cycloalkylmethyl; R2 = H, substituted alkyi, substituted alkenyl, 
substituted alkynyl; R3 = H,- alkyi; etc.; e.g., 4 , 4 ■ -dithiobis [ (2 , 2 - 
dimethylpropyl) -3 -aminobutane- 1-sulf onate] ] are described and their use in 
pharmaceutical formulations for the treatment of hypertension is claimed. 
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AB The invention is directed to the preparation of 

4,4 ' -dithiobis- (3 -aminobutane-1- 

sulfonates) as well as their pharmaceutical acceptable salts as 
antihypertensive agents. For example, the (S, S) stereoisomer of 
I»2Na»2HCl (II) was prepared in 6 steps from L-homoserine via 
dimerization of III«Na in the presence of EtOH/H20/I2. II showed a 
blood pressure reduction of 3680 Pa in 4 . 5 h after oral administration to 
rats. Thus, I, their related compds . and formulations are useful for 
treatment of hypertension and indirectly- or directly-linked illnesses. 
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Activity of Tetanus Toxin Light Chain 
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AB Tetanus neurotoxin is a 150 -kDa protein produced by Clostridium tetani, 

which causes the lethal spastic paralytic syndromes of tetanus by blocking 
inhibitory neurotransmitter release at central synapses. The toxin light 
chain (50 kDa) has a zinc endopeptidase activity specific for 
synaptobrevin, an essential component of the neuroexocytosis apparatus 
Previous unsuccessful attempts to block the proteolytic activity of this 
neurotoxin with well-known inhibitors of other zinc proteases led the 
authors to study the design of specific inhibitors as a possible drug 
therapy to prevent the progressive evolution of tetanus following 
infection. Starting from the synaptobrevin sequence at the level of the 
cleavage site by tetanus neurotoxin (Gln76-Phe77) , a thiol analog of 
glutamine demonstrated inhibitory activities in the millimolar range. A 
structure-activity relation performed with this compound led the authors to 
determine the requirement for the correct positioning of the thiol group, the 
primary amino group, and a carboxamide or sulfonamide group on the side 
chain. This resulted in the design of a p-amino-(4- 

sulf amoylphenyl) glycine-thiol, the first significantly efficient inhibitor 
of tetanus neurotoxin with a Ki value of 35 jj,M . 
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